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DETAILED ACTION 

Claim Status 

Claims 1-26 and 28-32 are pending. 
Claim 27 is cancelled. 

Claims 1-26 and 31 are withdrawn as being directed to a non-elected invention 
the election made without traverse on 13 May 2008. 
Claims 28-29 and 32 have been examined. 
Claims 28-29 and 32 are rejected. 
Claim 32 is objected to. 

Drawings 

The petition to enter color drawings filed 21 June 2005 has been approved, as set forth 
in the letter mailed 6/3/09. 

Specification 
Response to Arguments 

The objection to the specification regarding the use of trademarks is withdrawn in 
view of the amendments to the specification. 

Claim Objections 
Response to Arguments 
The objection to claim 27 is withdrawn in view of the cancellation of claim 27. 
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Claim 32 is objected to because of the following informalities: Line 7 of claim 32 
recites "exposing K1 and K2" however it may be more appropriate for line 7 to recite 
"exposing cells expressing K1 and K2" to make it more consistent with lines 8-12. 
Appropriate correction is required. 

Claim Rejections - 35 USC §112 
Response to Arguments 

The rejection of claims 27-30 is withdrawn in view of the cancellation of claim 27. 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

The following rejection is necessitated by amendment of the claims. 

Claims 28-30 and 32 are rejected under 35 U.S.C. 112, second paragraph, as 
being indefinite for failing to particularly point out and distinctly claim the subject matter 
which applicant regards as the invention. 

Claim 32 recites in line 9 "a kinase in the first kinase, K1 , signaling pathway" the 
metes and bounds are rendered indefinite by the phrase. K1 refers to a particular kinase 
as indicated in line 5. The variable K1 is then, in line 9, apparently redefined to indicate 
a particular pathway. The inconsistent use of the variable K1 makes the claim indefinite. 

Claim 32 recites in line 1 1 "a kinase in the second kinase, K2, signaling pathway" 
the metes and bounds are rendered indefinite by the phrase. K2 refers to a particular 
kinase as indicated in line 6. The variable K2 is then, in line 1 1 , apparently redefined to 
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indicate a particular pathway. The inconsistent use of the variable K2 makes the claim 
indefinite. 

Claim 32 recites the limitation "the kinase-driven first and second data sets" in 
line 13. There is insufficient antecedent basis for this limitation in the claim. 

Claim Rejections - 35 USC § 103 
Response to Arguments 

The rejection of claims 27-30 is withdrawn in view of the cancellation of claim 27. 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 



Application/Control Number: 10/540,277 
Art Unit: 1631 



Page 5 



The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

The following is a new rejection necessitated by the cancellation of claim 27 and 
the addition of claim 32. 

Claims 28 and 32 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Sista et al. (Molecular and Cellular Biochemistry, Vol. 141, p. 129-134, 1994) in 
view of Stratowa et al. (Anti cancer Drug design. Vol. 14, p. 393-402, 1999). 

The claims are directed to a method in which inhibition data sets are provided by 
transforming a base cell that is stably transfected with a reporter construct with each of 
two kinases; the cells are exposed to a plurality of test compounds that are potential 
kinase inhibitors; measuring signal from the reporter gene for each of the kinase 
expressing cells with a detector; and calculating a comparison between the data from 
the first kinase-expressing cell and the data from the second kinase-expressing cells. 
Claim 28 is directed to an embodiment in which the kinases act in the same or different 
signaling pathways. 

Sista et al. is directed to a method of identifying protein kinase C inhibitors. To 
accomplish this Sista et al created a base cell in which a reporter construct is stably 
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transfected into the cell. Sista et al shows the scheme for the reporter assay in figure 1 . 
Sista et al shows that the reporter construct is composed of three components: an 
inducible response element; a basal element; and a reporter gene. Sista et al. a plurality 
of response elements can be used, such as TRE, kappaB, CREB, RAR, steroid, Ca^"". 
Sista also shows that any of a plurality of reporter genes can be used, such as CAT, 
beta-gal, Luciferase, AP and hGH. In their experiments, Sista et al show the reporter 
construct of hGH is used and its expression is detected by detecting radiation in a 
radioimmunoassay (p. 130, col. 2). Sista et al shows a plurality of compounds are tested 
(p. 1 31 , col. 1 -2). Sista et al suggest that the reporter assay could also serve as a 
secondary screen for the cellular efficacy of any inhibitor identified (p. 1 31 , col. 2). Sista 
suggest that the reporter assay should be modified by those of ordinary skill in the art by 
choosing the appropriate activator to mimic the related physiological condition under 
study such that the assay can be tailored to screen for inhibitors of the particular 
pathway (p. 132, col. 2). 

Sista et al do not show the transfection of 2 kinases. 

Stratowa et al is directed to screens of kinase inhibitors. Stratowa et al shows 
that successful drug discovery strategies depend on the development of assays suitable 
for the screening of large compound libraries (p. 394, col. 1 ). Stratowa et al. shows test 
cells were transformed with the receptor tyrosine kinases HER2 and at least IGFR (p. 
397, col. 1). In figure 3, Stratowa et al shows the calculation of a normalized inhibition 
profile employing data from the assay of cells expressing the first kinase, HER2, 
against data from the assay of cells expressing the second kinase, IGFR. Stratowa et al 
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shows the advantage of using a primary/secondary screening strategy provides the 
advantage of allowing the assessment of an inhibitor of one kinase identified in the 
primary screen to be tested for selectivity against other kinases in the secondary screen 
(p. 400, col. 1). 

It would have been obvious to one of ordinary skill in the art at the time of 
invention to modify the reporter assay of Sista et al to screen for kinase-specific 
inhibitors of Stratowa et al. because Stratowa et al shows the advantage of using a 
primary/secondary screening strategy provides the advantage of allowing the 
assessment of an inhibitor of one kinase identified in the primary screen to be tested for 
selectivity against other kinases in the secondary screen. One would have been 
motivated to do so by Sista et al who suggests the reporter assay could also serve as a 
secondary screen for the cellular efficacy of any inhibitor identified. 

Claim 29 and 30 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Sista et al. in view of Stratowa et al. as applied to claims 28 and 32 above, and further 
in view of Schlessinger et al. (Cell, Vol. 103, p. 21 1-2256, 13 October 2000). 

Claims 29 and 30 are directed to specific signaling pathways. 

Sista et al. in view of Stratowa et al. as applied to claims 28 and 32 above shows 
a method of identifying specific inhibitors of cellular signaling by screening cells 
comprising a reporter construct and a kinase to generate a data set measuring inhibition 
kinase action and comparing inhibition data sets of different kinases. 
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Sista et al. in view of Stratowa et al. does not do not address the particular 
patliways of tlie receptor tyrosine kinases as in claims 29 and 30. 

Schlessinger reviews the signaling of the receptor tyrosine kinases. Schlessinger 
et al shows that the receptor tyrosine kinases activate a plurality of pathways such as 
JAK-STAT, PI3K-Akt, JNK-JUN, and MEK-ERK. The showing of Schlessinger et al that 
the receptor tyrosine kinases can activate a plurality of signaling pathways reads on the 
embodiments of the claims in which the transformed kinases act in the same or different 
pathways. 

It would have been obvious to one of ordinary skill in the art at the time of 
invention to modify the reporter assay of Sista et in view of Stratowa et al. with the 
specific kinases of Schlessinger because all the claimed elements were known, in the 
prior art, and one skilled in the art could have combined the elements as claimed by 
known methods with no change in their respective functions, and the combination would 
have yielded nothing more than predictable results to one of ordinary skill in the art at 
the time of the invention. 

Conclusion 

Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 
§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 
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A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to KARLHEINZ R. SKOWRONEK whose telephone 
number is (571)272-9047. The examiner can normally be reached on 8:00am-5:00pm 
Monday-Friday. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Marjorie Moran can be reached on (571 ) 272-0720. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

IK. R. S./ 

Examiner, Art Unit 1631 
1 1 June 2009 



/Marjorie Moran/ 

Supervisory Patent Examiner, Art Unit 1631 



